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FOR FURTHER ACTION 

See paragraph 2 below 


international application No. 
PCT/JP2004/019454 


International filing date (dayjfnonthjrear) 
17.12.2004 


Priority date (day/month/year) 
22.12.2003 


international Patent Classification (IPC) or both national classification and IPC 
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This opinion contains indications relating to the following items: 



El 
□ 



Box No. I 
Box No. II 
Box No. Ill 
Box No. IV 
Box No. V 



El Box No. VI 

□ Box No. VII 

□ Box No. VIII 



Basis of the opinion 
Priority 

Non-establishment of opinion with regard to novelty, Inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Rule 43o/s.1 (a)(i) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 

Certain documents cited 
Certain defects in the international application 
Certain observations on the international application 
FURTHER ACTION 

Ilrtrrl^ninn ^^"f^^ 1 P rcn ^nary examination is made, this opinion will usually be considered to be a 
Z « n nM?in^h f the lnte T a J? n S P £ l,ml P ary ! xaminjn 9 Authority ("IPEA"). However, this does not apply where 
^^SS* 008 ® 8 *? A * h ? ri * c ?SS2 hBn this one t0 be the IPEA a "d the chosen IPEA has notifed the 
ISK 66.1 5h(b) that written opinions of this International Searching Authority 

IHffS^ ipc? Pr °l d9d ab ? V f ! co " slder ? d to be a written opinion of the IPEA, the applicant is invited to 
mnK^f^f f W f 6n n[ ep,y ^gether where appropriate, with amendments, before the expiration of three 
^l^exSm to? m 9 m PC ™ SA52 ° or before the * x P jration of 2 2 months from the priority Se, 
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Box No. I Basis of the opinion 



1 ' K/nTI^ the K , , a ^ uage ',^!? opinion has been established on the basis of the international application in 
the language in which it was filed, unless otherwise indicated under this item. mlmMdUU '■ d, <*PP"cauon in 

D Z5, S!? 0n ha i b * en established on the basis of a translation from the original language into the followina 
S?Rules S ? faiVS.iTb)) Uage * 8 tranS ' at ' 0n fUmiShed tor the purp0S6S of ^^^S seVT 9 

2t ^^^J^ nuc, *? tlde and/or amino acid sequence disclosed in the international application and 
necessary to the claimed invention, this opinion has been established on the basis of: app,,cai,on ana 

a. type of material: 

□ a sequence listing 

□ table(s) related to the sequence listing 

b. format of material: 

□ in written format 

□ in computer readable form 

c. time of filing/furnishing: 

□ contained in the international application as filed. 

□ filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority for the purposes of search. 

3 ' D Loo ™ re than one version or c °Py of a sequence listing and/br table relating thereto 
55KS W r 0r S m W l he required statements that the information in the subsequent or addSnal 
appr^ fu£S aPP,iCatl ° n 38 fi,ed ° r d ° eS n0t 90 bey ° nd the app,ica *°" ^ «lld as 

4. Additional comments: 
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International application No. 
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fpplicab!!!ty Non " estab,ishment of opinion with regard to novelty, inventive step and industrial 



"SSSS^Si w het 5 I er J he 11 c| a |m ed invention appears to be novel, to involve an inventive step (to be non 
obvious), or to be industrially applicable have not been examined in respect of: 

□ the entire international application, 
H claims Nos. 1 

because: 

□ the said international application, or the said claims Nos. relate to the following subject matter which 
does not require an international preliminary examination (specify): 

□ the description, claims or drawings (indicate particular elements below) or said claims Nos are so 
unclear that no meaningful opinion could be formed (specify): 

° could be formed ' d C ' a ' mS N ° S ' "* S ° inadequately su PP° rted by the description that no meaningful opinion 

El no international search report has been established for the whole application or for said claims Nos. 1 

□ the nucleotide and/br amino acid sequence listing does not comply with the standard provided for in Annex 
C of the Administrative Instructions in that: 

the written form □ has not been furnished 

□ does not comply with the standard 
the computer readable form □ has not been furnished 

□ does not comply with the standard 

□ the tables related to the nucleotide andfcr amino acid sequence listing, if in computer readable form only do 
not comply with the technical requirements provided for in Annex C-bis of the Administrative Instructions! 

□ See separate sheet for further details 
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1. Statement 



Novelty (N) 



Yes: 
No: 



Claims 
Claims 



2-19 



Inventive step (IS) 



Yes: 
No: 



Claims 
Claims 



2-19 



Industrial applicability (IA) 



Yes: 
No: 



Claims 
Claims 



2-19 



2. Citations and explanations 
see separate sheet 

Box No. VI Certain documents cited 

1. Certain published documents (Rules 43&/S.1 and 70.10) 
and /or 

2. Non-written disclosures (Rules 43bisA and 70.9) 
see form 210 
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Re Item III 

Non-establishment of opinion with regard to novelty, inventive step and industrial 
applicability 

The initial phase of the search revealed a very large number of documents relevant to 
the issue of novelty. So many documents were retrieved that it is impossible to 
determine which parts of the claims 1 as well as 2 may be said to define subject-matter for 
which protection might legitimately be sought (Article 6 PCT). Claim 1 could not be 
searched. For these reasons, the search was performed taking into consideration the 
non-compliance in determining the extent of the search of claims 2-19 . 
The search of claims 2 to 1 9 was further restricted to: 

compounds of general formula (la) and (lb) wherein R 2, R 7 as well as n have the meaning 
given in claim 3 and valid for compounds of formula (lb). 

Re Item V 

Reasoned statement with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

Reference is made to the following documents: 

D1 : EP-A-1 389 460 (KUREHA CHEMICAL INDUSTRY CO., LTD) 18 February 
2004(2004-02-18) 

D2: WO 02/441 75 A2 (CIS BIO INTERNATIONAL, FR.) 6 June 2002 (2002-06-06) 
D3: EP-A-1 273 571 (KUREHA CHEMICAL INDUSTRY CO., LTD) 8 January 2003 
(2003-01-08) 

D4: EP-A2-0 498 941 (BOC HEALTH CARE, INC., USA) 19 August 1992 (1992-08- 
19) 

D5: DE 35 44 338 A1 (HOECHST A.-G. , FED. REP. GER.) 1 9 June 1 987 (1 987-06- 
19) 

D6: WO 00/1 6760 A (FUJISAWA PHARMACEUTICAL CO., LTD; KOHNO, 
YUTAKA; TENDA, YOSHIYUKI; NAK) 30 March 2000 (2000-03-30) 

D7: MAO G-F ET AL: "Prostaglandin E2 Both Stimulates and Inhibits Adenyl 
Cyclase on Platelets: Comparison of Effects on Cloned EP4 and EP3 
Prostaglandin Receptor Subtypes" PROSTAGLANDINS, BUTTERWORTH, 
STONEHAM, MA, US, vol. 52, no. 3, September 1996 (1996-09), pages 175- 
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1 85, XP004070268 ISSN: 0090-6980 
D8: US-B1 -6 437 1 46 (HATTORI KOUJI ET AL) 20 August 2002 (2002-08-20) 

Novelty 

The present application does not meet the criteria of Article 33(1) PCT, because the 
subject-matter of claims 2-1 9 is not new in the sense of Article 33(2) PCT. 
Applicant's attention is drawn to each single compound, example or table cited in the 
search report and regarding documents D1 to D5. By restoring the novelty of the subject- 
matter claimed, the applicant should clearly indicate the novelty rendering feature(s) of the 
whole invention (compounds of both formula (la) as well as (lb). 

Inventive step 

Until such a time as claims are available which satisfy the conditions of novelty a final 
decision on inventive step cannot be made. 

However the Examiner whishes to stress some relevant points already at this stage of the 
procedure: 

The problem underlying the present application is seen in the provision of further 
derivatives which are useful for treating or preventing PGB, mediated diseases. 
PGE 2 antagonists are known from i.a. D6 (the only document cited which defines the 
general state of the art) and relates to oxazole compounds of general formula (I) which are 
structurally quite remote. 

D7 relates to the examination of the effects of prostaglandin E 2 (PGE 2 ) on platelet cyclic 
AMP formation also compared with effects on cloned prostaglandin receptors. 

The present inventors found that the compounds having an ornithine derivative skeleton 
bind preferentially to PGE 2 receptor and are, thus, useful in the treatment and/or 
prevention of PGE 2 mediated diseases as listed oh page 3. 
In the absence of any relevant prior art, the significant difference illustrates the non 
obviousness of the claimed compounds, and can thus , indeed form an argument in 
support of the presence of an inventive step. However, the technical problem underlying 
the invention should be also solved and evidences in support for the claimed solution are, 
presently, only given in terms of binding assay for one single compound. Further evidence 
is needed. 
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